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INTERNATIONAL PRELIMINARY 

EXAMINATION REPORT International application No. PCT/EP98/00497 



I. Basis of the report 

1 . This report has been drawn on the basis of (substitute sheets which have been furnished to the receiving Office in 
response to an invitation under Article 14 are referred to in this report as "originally filed* and are not annexed to 

th* rap"* since the y do not contain amendments.): 

Description, pages: 

1-28 as originally filed 

Claims, No.: 

1-17 as originally filed 

Drawings, sheets: 

1/36-36/36 as originally filed 

2. The amendments have resulted in the cancellation of: 

□ the description, pages: 

□ the claims, Nos.; 

□ the drawings, sheets: 

3. □ This report has been established as if (some of) the amendments had not been made, since they ha*e been 

considered to go beyond the disclosure as filed (Rule 70.2(c)): 

4. Additional observations, if necessary: 
IV. Lack of unity of invention 

1 - in response to the invitation to restrict or pay additional fees the applicant has: 

□ restricted the claims. 

□ paid additional fees. 

□ paid additional fees under protest. 

□ neither restricted nor paid additional fees. 
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2. E This Authority found that the requirement of unity of invention is not complied and chose, according to Rule 

68.1 , not to invite the applicant to restrict or pay additional fees. 

3. This Authority considers that the requirement of unity of invention in accordance with Rules 13.1 , 13.2 and 13.3 is 

□ complied with. 

H not complied with for the following reasons: 
see separate sheet 

4. Consequently, the following parts of the international application were the subject of international preliminary 
examination in establishing this report: 

□ all parts. 

E the parts relating to claims Nos. 1-17(partially). 



V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial 
applicability; citations and explanations supporting such statement 

1. Statement 

Novelty (N) Yes: Claims 

No: Claims 1-17 

Inventive step (IS) Yes: Claims 

No: Claims 1-17 

industrial applicability (IA) Yes: Claims 1-17 

No: Claims 



2. Citations and explanations 
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EXAMINATION REPORT - SEPARATE SHEET 

Ad item IV: 

This Authority agrees with the objection for lack of unity put forward by the search 



The Applicant has paid one additional search fee and asked for an additional 
search of invention 39.01. 

Consequently, also this Authority had to ask the Applicant to pay either an 
additional examination fee or to select one of the two groups searched. 
However, taking into account the limited time period which is available for 
establishing the final report, this Authority will not insist on the payment of an 
additional examination fee, but will carry out an examination with regard to both 



This does, however, not mean that the lack of unity objection no longer applies. 
Ad item V: 

The following subject-matter has been searched and will, consequently, form the 
basis for this opinion: 

(a) The method Claims 1 to 6 

(b) the product claims insofar as they relate to the sequences of SEQ ID NO 41 
and SEQ ID NO 519. 

As far as the method claims are concerned and especially Claim 1 , said method 
consists of two steps: 

(i) the selection of a target sequence 

(ii) the synthesis of an antisense oligonucleotide. 

These two steps are "connected" by a rule which should be fulfilled by the 
resulting oligonucleotides. Said rule, however, has no consequences for the steps 
of preparing the oligonucleotides (otherwise one could also argue a method for 
preparing a compound having two C-atoms, i.e. the "rule" which must be fulfilled, 
is novel over a method for preparing acetic acid). 

Thus, this rule has only relevance for the scope of the claim insofar as it has an 



Authority. 
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EXAMINATION REPORT - SEPARATE SHEET . 

influence on the resulting products i.e. the oligonucleotides. 
This means, however, if oligonucleotides which fall within the scope of said rule 
are known, the method for their preparation which consists merely of the two trivial 
steps mentioned above, could not be novel. Admittedly a method for preparing a 
known product may be novel, but merely if it comprises steps which do not form 
part of the prior art methods. 

Since oligonucleotides are known which follow these rules (see e.g. D1; 
W094/25588 but also several other documents cited in the search report), and 
said oligonucleotides are prepared by "selecting a target sequence" and 
"synthesising the oligonucleotide", at least Claims 1 and 2 are not novel. 
The other features within Claims 3 to 6 (novelty provided, several of the 
alternatives mentioned in these claims would give rise to further objections for lack 
of unity) are routinely used as modifications during the preparation of antisense 
oligonucleotides (most of them also described in D1), and, thus, do not make any 
contribution to a possible inventive activity. 

As far as the two products searched are concerned, they, strictly speaking, also 
lack novelty since they refer to sequences which "comprise" said sequences i.e. 
they encompass larger parts of the TGF-beta 1 and TGF-beta 2 gene. 

But even if the claims were restricted to the specific fragments, an inventive 
activity could at best be acknowledged if said antisense oligonucleotides had 
some superior properties in comparison with antisense oligos which have been 
prepared or which could easily be prepared from the TGF genes, said oligos 
being even partially identical with these sequences (see e.g. SF_Q ID NOs 57 and 
136 of D1). 

Such properties, however, have not been demonstrated e.g. by comparative tests. 
Moreover, with regard to SEQ ID NO.: 519, it has to be mentioned that SEQ ID 
NO.: 57 of D1 is nearly identical (only one base shift). Thus, an inventive activity 
has to be denied in any case. 
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INVENTION 1 : Claims 1-17 (all partially) 

A method for preparing antisense oligonucleotides and 
antisenses obtained. Antisense oligonucleotide against the TGF-beta 1 
gene and having SEQ ID 41, modified forms thereof, composition 
containing it and its therapeutic or diagnostic uses. 

INVENTIONS 2 to 33 : Claims 1-17 (all partially) 

As for subject 1, but concerning SEQ IDs 42 to 73 respectively 
(invention 2 concerns SEQ ID 42; invention 3, SEQ ID 43 
invention 33, SEQ ID 73). 

INVENTION 34 : Claims 1-17 (all partially) 

Antisense oligonucleotides against the p53 gene, modified forms 
thereof, composition containing them and their therapeutic or 
diagnostic uses. 

INVENTION 35 : Claims 1-17 (all partially) 

As for invention 34, but concerning the junB gene. 

INVENTION 36 : Claims 1-17 (all partially) 

As for invention 34, but concerning the junD gene. 

INVENTION 37 : Claims 1-17 (ail partially) 

As for invention 34, but concerning the erbB-2 gene. 

INVENTION 38 : Claims 1-17 (all partially) 

As for invention 34, but concerning the c-fos gene. 

INVENTION 39.01 : Claims 1-17 (all partially) 

As for invention 34, but concerning the antisense oligonucleotide against 
TGF-beta 2 gene and having SEQ ID 519. 

INVENTIONS 39.02 to 39.43 : Claims 1-17 (all partially) 

As for invention 39.01, but concerning SEQ IDs 520 to 556 and 1273 to 1277 

(invention 39.02 concerns SEQ ID 520; invention 39.03, SEQ ID 521 ; invention 

39.38, SEQ ID 556; invention 39.39, SEQ ID 1273;...; and invention 39.43, SEQ ID 1277). 

INVENTION 40 : Claims 1-17 (all partially) 

As for invention 34, but concerning the Rb gene. 
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INVENTION 41 : Claims 1-17 (all partially) 

As for invention 34, but concerning the relA gene. 

INVENTION 42 : Claims 1-17 (all partially) 

As for invention 34, but concerning the p105/p50 gene. 

INVENTION 43 : Claims 1-17 (all partially) 

As for invention 34, but concerning the NFKB2 gene. 

INVENTION 44 : Claims 1-17 (all partially) 

As for invention 34, but concerning the TANK gene. 

INVENTION 45 : Claims 1-17 (all partially) 

As for invention 34, but concerning the l-kappa B epsiion gene. 

INVENTION 46 : Claims 1-17 (all partially) 

As for invention 34, but concerning the TRAF-6 gene. 

INVENTION 47 : Claims 1-17 (all partially) 

As for invention 34, but concerning the Rank gene. 

INVENTION 48 : Claims 1-17 (all partially) 
-As1orinvention-34 t -but-concerning-the-1-L-5--gene. 

INVENTION 49 : Claims 1-17 (all partially) 

As for invention 34, but concerning the IL-13 gene. 

INVENTION 50 : Claims 1-17 (all partially) 

As for invention 34, but concerning the IL-15 gene. 

INVENTION 51 : Claims 1-17 (all partially) 

As for invention 34, but concerning the l-kappaB(new member) gene. 
INVENTION 52 : Claims 1-17 (all partially) 

As for invention 34, but concerning the Prostaglan.Rec.EP3 gene. 

INVENTION 53 : Claims 1-17 (all partially) 

As for invention 34, but concerning the Presenilin I gene. 

INVENTION 54 : Claims 1-17 (all partially) 

As for invention 34, but concerning the TRADD gene. 

INVENTION 55 : Claims 1-17 (all partially) 

As for invention 34, but concerning the PKA gene. 



INVENTION 56 : Claims 1-17 (all partially) 

As for invention 34, but concerning the IL-12 alpha gene. 
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INVENTION 57 : Claims 1-17 (all partially) 

As for invention 34, but concerning the IL-12 beta gene. 

INVENTION 5B : Claims 1-17 (all partially) 

As for invention 34, but concerning the Pg-R gene. 

INVENTION 59 : Claims 1-17 (ail partially) 

As for invention 34, but concerning the thr gene. 

INVENTION 60 : Claims 1-17 (all partially) 

As for invention 34, but concerning the ref-fosjun gene. 

INVENTION 61 : Claims 1-17 (all partially) 

As for invention 34, but concerning the PIV gene. 

INVENTION 62 : Claims 1-17 (all partially) 

As for invention 34, but concerning the bak gene. 

INVENTION 63 : Claims 1-17 (all partially) 

As for invention 34, but concerning the bclx gene. 

INVENTION 64 : Claims 1-17 (all partially) 

As for invention 34, but concerning the bmp gene. 

INVENTION 65 : Claims 1-17 (all partially) 

As for invention 34, but concerning the ICE gene. 

INVENTION 66 : Claims 1-17 (all partially) 

As for invention 34, but concerning the ich gene. 

INVENTION 67 : Claims 1-17 (all partially) 

As for invention 34, but concerning the bell gene. 

INVENTION 68 : Claims 1-17 (all partially) 

As for invention 34, but concerning the bcl2 gene. 

INVENTION 69 : Claims 1-17 (all partially) 

As for invention 34, but concerning the mucrep gene. 

INVENTION 70 : Claims 1-17 (all partially) 

As for invention 34, but concerning the AHR gene. 

INVENTION 71 : Claims 1-17 (all partially) 

As for invention 34, but concerning the CD2 gene. 



INVENTION 72 : Claims 1-17 (all partially) 

As for invention 34, but concerning the MEK2 gene. 
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INVENTION 73 : Claims 1-17 (all partially) 

As for invention 34, but concerning the TNF gene. 

INVENTION 74 : Claims 1-17 (ali partially) 

As for invention 34, but concerning the TNFR gene. 

INVENTION 75 : Claims 1-17 (all partially) 

As for invention 34, but concerning the IL-18 gene. 

INVENTION 76 : Claims 1-17 (all partially) 

As for invention 34. but concerning an IL-12-rec gene. 

INVENTION 77 : Claims 1-17 (ali partially) 

As for invention 34. but concerning the PKC-beta gene. 

INVENTION 78 : Claims 1-17 (ail partially) 

As for invention 34, but concerning the CB-1-rec gene. 

INVENTION 79 : Claims 1-17 (all partially) 

As for invention 34, but concerning the TGF-alpha gene. 

JNVE.NTJQN 80 :_C!aims_ 1_-17jall partiaHy) 

As for invention 34, but concerning the Fascin gene. 

INVENTION 81 : Claims 1-17 (all partially) 

As for invention 34, but concerning the p300 gene. 

INVENTION 82 : Claims 1-17 (all partially) 

As for invention 34, but concerning the CBP gene. 

INVENTION 83 : Claims 1-17 (all partially) 

As for invention 34, but concerning the rac-aipha gene. 

INVENTION 84 : Claims 1-17 (all partially) 

As for invention 34, but concerning an EBV gene. 

INVENTION 85 : Claims 1-17 (all partially) 

As for invention 34, but concerning the HSPQ gene. 

INVENTION 86 : Claims 1-17 (all partially) 

As for invention 34, but concerning the CC-CKR1 gene. 

INVENTION 87 : Claims 1-17 (all partially) , 
As for invention 34, but concerning the CC-CKR4 gene. 

INVENTION 88 : Claims 1-17 (all partially) 

As for invention 34, but concerning the c-CRK gene. 
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INVENTION 89 : Claims 1-17 (all partially) 

As for invention 34. but concerning the CRKL gene. 
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(see Rule 70.1 6 and Section 607 of the Administrative Instructions under the PCT). 
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INTERNATIONAL PRELIMINARY 

EXAMINATION REPORT International application No. PCT/EP98/00497 

I. Basis of the report 

1 This report has been drawn on the basis of (substitute sheets which have been furnished to the receiving Office in 
response to an invitation under Articie 14 are referred to in this report as "originally filed" and are not annexed to 
the report since they do not contain amendments.): 

Description, pages: 

1 -28 as originally filed 

Claims, No.: 

1-17 as originally filed 

Drawings, sheets: 

1/36-36/36 as originally filed 



2. The amendments have resulted in the cancellation of: 

□ the description, pages: 

□ the claims, Nos.: 

□ the drawings, sheets: 

3. □ This report has been established as if (some of) the amendments had not been made, since they have been 

considered to go beyond the disclosure as filed (Rule 70.2(c)): 



4. Additional observations, if necessary: 



IV. Lack of unity of invention 

1 . In response to the invitation to restrict or pay additional fees the applicant has: 

□ restricted the claims. 

□ paid additional fees. 

□ paid additional fees under protest. 

□ neither restricted nor paid additional fees. 
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2 ' " 2"? Z^lt^h th3t ? 9 re<,Uirement 0f uni * ot * not complied and chose, according to Ruie 

68.1, not to mvrte the applicant to restrict or pay additional fees. a'ngionuie 

3. This Authority considers that the requirement of unity of invention in accordance with Rules 131. 13.2 and 13.3 i s 
□ complied with. 

IS not complied with for the foilowfng reasons: 
see separate sheet 
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□ all parts. 

El the parts relating to claims Nos. 1-17(partialfy). 
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1. Statement 



Novelty (N) 


Yes: 


Claims 
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Claims 


1-17 


Inventive step (IS) 


Yes: 


Claims 
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Claims 


1-17 


Industrial applicability (IA) 


Yes: 


Claims 


1-17 
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Claims 





2. Citations and explanations 
see separate sheet 
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Ad item IV: 

This Authority agrees with the objection for lack of unity put forward by the search 
Authority. 

The Applicant has paid one additional search fee and asked for an additional 
search of invention 39.01. 

Consequently, also this Authority had to ask the Applicant to pay either an 
additional examination fee or to select one of the two groups searched. 
However, taking into account the limited time period which is available for 
establishing the final report, this Authority will not insist on the payment of an 
additional examination fee, but will carry out an examination with regard to both 
groups. 

This does, however, not mean that the lack of unity objection no longer applies. 
Ad item V: 

The following subject-matter has been searched and will, consequently, form the 
basis for this opinion: 

(a) The method Claims 1 to 6 

(b) the product claims insofar as they relate to the sequences of SEQ ID NO 41 
and SEQ ID NO 519. 

As far as the method claims are concerned and especially Claim 1, said method 
consists of two steps: 

(i) the selection of a target sequence 

(ii) the synthesis of an antisense oligonucleotide. 

These two steps are "connected" by a rule which should be fulfilled by the 
resulting oligonucleotides. Said rule, however, has no consequences for the steps 
of preparing the oligonucleotides (otherwise one could also argue a method for 
preparing a compound having two C-atoms. i.e. the "rule" which must be fulfilled, 
is novel over a method for preparing acetic acid). 

Thus, this rule has only relevance for the scope of the claim insofar as it has an 
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influence on the resulting products i.e. the oligonucleotides. 
This means, however, if oligonucleotides which fall within the scope of said rule 
are known, the method for their preparation which consists merely of the two trivial 
steps mentioned above, could not be novel. Admittedly a method for preparing a 
known product may be novel, but merely if it comprises steps which do not form 
part of the prior art methods. 

Since oligonucleotides are known which follow these rules (see e.g. D1; 
W094/25588 but also several other documents cited in the search report), and 
said oligonucleotides are prepared by "selecting a target sequence" and 
"synthesising the oligonucleotide", at least Claims 1 and 2 are not novel. 
The other features within Claims 3 to 6 (novelty provided, several of the 
alternatives mentioned in these claims would give rise to further objections for lack 
of unity) are routinely used as modifications during the preparation of antisense 
oligonucleotides (most of them also described in D1), and, thus, do not make any 
contribution to a possible inventive activity. 

As far as the two products searched are concerned, they, strictly speaking, also 
lack novelty since they refer to sequences which "comprise" said sequences i.e. 
they encompass larger parts of the TGF-beta 1 and TGF-beta 2 gene. 

But even if the claims were restricted to the specific fragments, an inventive 
activity could at best be acknowledged if said antisense oligonucleotides had 
some superior properties in comparison with antisense oligos which have been 
prepared or which could easily be prepared from the TGF genes, said oligos 
being even partially identical with these sequences (see e.g. SEQ ID NOs 57 and 
136 of D1). 

Such properties, however, have not been demonstrated e.g. by comparative tests 
Moreover, with regard to SEQ ID NO.: 519, it has to be mentioned that SEQ ID 
NO.: 57 of D1 is nearly identical (only one base shift). Thus, an inventive activity 
has to be denied in any case. 
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